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herein R 4 is phenyl optionally monosubstituted or disubstituted with a substituent 
selected from loweralkyl and halo; phenyl optionally monosubstituted or disubstituted 
with asubstituent selected from amino, loweralkoxy, hydroxy and loweralkyl; 
NHCH 2 uftLOX wherein X represents an in vivo hydrolyzabie ester; and loweralkyl- 
5 (R 5 )(R 6 ) whetein one of R j and R 6 is selected from H and loweralkyl and the other is 
selected from caxboxy, carboxy-loweralkyl and loweralkoxycarbonyl; and 
R 2 and R 3 are independently selected from H, N0 2 , halo, di(loweralkyl)amino, cyano, 
C(0)OH, phenyl-S^loweralkyl, and Z(0)OR 7 wherein Z is selected from C and S and R 7 
is selected from H, loweralkylarriino and arylamino; 
1 0 and pharmaceutically acceptable salts thereof, in an amount effective to inhibit 
neurorrophin-mediated activky, and a suitable carrier. 



1^ 



15 



20 



2. A pharmaceutical composition according to claim 1, wherein R 1 is selected from 
alkyl; aryl-loweralkyl; heterocycle-foweralkyl; loweralkyl-carbonate; amino optionally 
monosubstituted or disubstitutued witr\a substituent selected from loweralkyl and 
hydroxyloweralkyl; benzimidaz-2-yl; 




V 

H 



wherein R 4 is phenyl optionally monosubstituted or disubstituted witk a substituent 
selected from loweralkyl and halo; phenyl optionally monosubstitutedW disubstituted 
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^ with a substituent selected from amino, loweralkoxy, hydroxy and loweralkyl; 

ICH 2 CH 2 OX wherein X represents an in vivo hydrolyzable ester; and loweralkyl- 
R 5 )(R 6 ) wherein one of R 5 and R 6 is selected from H and loweralkyl and the other is 
selected from carboxy, carboxy-loweralkyl and loweralkoxy-carbonyl; and 
R 2 and R\are independently selected from H, N0 2 , halo, di(loweralkyl)amino, and phenyi- 
S-. 



•■4 
O 

n 

I** 



10 
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3. A pharmaceutical composition according to claim 2, wherein R 1 is selected from 
aryl-loweralkyl; heterocycle-loweralkyl; loweralkyl-carbonate; amino optionally 
monosubstituted or\disbstitutued with a substituent selected from loweralkyl and 
hydroxyloweralkyl; berizimidaz-2-yl; NHCH 2 CH 2 OX wherein X represents an in vivo 
hydrolyzable ester; ano\loweralkyl-(R 5 )(R 6 ) wherein one of R 5 and R 6 is selected from H 
and loweralkyl and the other is selected from carboxy, carboxy-loweralkyl and 
loweralkoxy-carbonyl; and\ 
R 2 and R 3 are independently Selected from H, N0 2 , &(loweralkyl)amino, and phenyl-S-. 

4. A pharmaceutical composition according to claim 3, wherein R 1 is selected from 
amino optionally monosubstituted or disbstitutued with a substituent selected from 
loweralkyl and hydroxyloweralkyl; NHCH 2 CH 2 OX wherein X represents an in vivo 
hydrolyzable ester; and loweralkyl-(R 5 )(R 6 ) wherein one of R 5 and R 6 is selected from H 
and loweralkyl and the other is selected frW carboxy, carboxy-loweralkyl and 
loweralkoxy-carbonyl; and 

R 2 and R 3 are independently selected from H arid N0 2 . 



25 5. A pharmaceutical composition according to claim 1 wherein the compound of 
Formula I is selected from the group consisting of. 

N- {5-Nitro-lH-benz[de]isoquinoline- 1 ,3(2H)-Hione} -2-aminoethanol; 

N-Dimethy lamino- 1 ,3 -dioxo- 5 -nitro- 1 ,2,3 ,4-terrahydroberizo [i]isoquinoline; 

N-(l,3-Dioxo-5-nitro-l,2,3,4-teti^ydrobenzo[i]^oqumoline)acetic acid; 
30 N-Acetoxy- 1 ,3-dioxo- 1,2,3, 4-tetrahydroberizo[i]isoquino line; 
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N-( 1 ,3-Dioxo-5-nitro- 1 ,2,3,4-tetrahydtobenzo[i]isoquinoline)aminoethanol; 
N-Furfuryl- 1 ,8-naphthalimide; 

^^,N-Dimethylamino)-2-(benzimidazol-2-yl)naphthalimide; 
N-(Wrid-2-ylethyi)-l,8-naphthalimide; 

1 ,3-Dioxo-6-phenylmercapto-N-(pyrid-2-ylethyl)- 1 ,2,3,4-tetrahydro- 

benzo [i] isoquinoline ; 
2- {2-(4-MetWlphenylsulphonamido)phenyl} -6-(N,N-dimethylamino)- 

naphthalimide; 

1 ,3-Dioxo-2- {2-(Vmethylpheny lsulphonamido)phenyl} - 1 ,2,3 ,4-tetrahydro- 

benzo[i]isoqiunoline; 
N-Octy 1-5 -nitronaphtn^liinide; 

5- Bromo- 1 ,3-dioxo-N-m^hylpyrid-3-yl- 1 ,2,3 ,4-tetrahydrobenzo- 

[i] isoquinoline; 
1 ,3-Dioxo-5-mtro-N-(pyrid-2VlethyO 

6- Nitro-2-(teti^yoxofuran-2-ylmethyl)naphthalimide; 
N-(l,3-Dioxo-l,2,3,4-tetrahydrob^o[i]isoquinoUne)aminoethanol; 
Naphthalicacid-N-aminoimide; 

2- {2-(4-Methy lbenzsulphonamido)-4 Adichloropheny 1 } naphthalimide; 

3- Nitro- 1 ,8-(N-propioncarboxylate)succiriamidonapthalene; 
l^-Dioxo-2-(2-aminophenyl)-l,23,4-tetranydrobenzo[i]isoquinoline; 
6-Nitro-2-{pyrid-3-methyl)naphthalimide; 
3-Amino-7,4-bis(ethyl-l,3-dioxo)-l 5 2,3,4-tetraVckobenzo[i]isoqumoline; 
2-(Beiiziiiudaz-2-yl)-l,3-dioxo-^^ 

2- (2-Aminophenyl)naphthalimide; 

1 ,3-Dioxo-2- {4,5-dimethyl-2-(4-methylphenyisulphoNjamido)phenyl} - 
i,2,3,4-tetrahydrobenzo[i]isoqumoline; 

3- Methyl-3-(l,3^ioxo-5-dtro(lH,3H)benz[de]isoquuiotyl)butyric acid 

methylester; 

1 ,3-Dioxo-N-methyltetrahyckofurfur-2-yl-5-iiitro- 1 ,2,3 ,4-t^rahydro- 
[i] isoquinoline; 
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N-(4-Ethoxypheny l)-5 -nitronaphthalimide; 
^-Nitro-2-(flirfuryl)naphthalimide; 

Ethyl-5-nitro- 1 ,3-dioxo- lH-benz[de]isoquinoline-2-3H-acetate; 
Napmhalicacid-N,NMiirnide; 
5 2-{2-Hy&-oxyphenyl)naphthalimide; 

5- Amino-Nsbutylnaphthalimide; 

1 ,3-Dioxo-5-nitro-n-propylmorpholmo- 1 ,2,3,4-tetrahydrobenzo[i]isoquinoline; 

6- Nitro-2-(pyriav2-ylethyl)naphthaliinide; 
N-Methylnaphthalunide; 

1 0 N-(Pyrid-2-ylmethy ljhaphmalirnide; 

N-(3 ,5-DimethylphenylV 1 ,8-naphthalimide; 
6-Bromo-N-dimethyIamino^ 1 ,3-dioxo-l ,2,3,4-tetrahydrobenzo- 
[i]isoquinoline; 

ffl N-( 1 3-Dioxo-6-phenylmercapt^ l,23,4-tetrahydroben2o[i]isoquinoline)- 

=5 15 aminoethanol; and 

N N-Anilino- 1 ,8-naphthalimide. 

ji 

Q 

6. A pharmaceutical composition accordingto claim 2 wherein the compound of 

^ Formula I is selected from the group consisting of\ 

O \ 
14 20 N- {5-Nitro-lH-benz[de]isoquinoline-l ,3(2H)\dione} -2-aminoethanol; 

N-Dmiethylamino- 1 ,3-dioxo-5-nitro- 1 ,2,3 ,4-tetrahydrobenzo[i]isoquinoline; 

N-( 1 ,3-Dioxo-5-nitro- 1 ,2,3,4-tetrahydrobenzo[i]rsoquinoline)acetic acid; 

N-Acetoxy- 1 ,3-dioxo-l ,2,3 ,4-tetrahyckoben2o[i]isofluinoline; 

N-(l ,3-Dioxo-5-nitro- 1 ,2,3,4-tetrahydrobenzo[i]isoqupolme)aminoethanol; 

25 N-Furfury 1- 1 , 8-naphthalimide; 

6-(N,N-Dimemylammo)-2-(benzimidazol-2-yl)naphmah^nide; 

N-(Pyrid-2-ylethyl)-l ,8-naphthalimide; 

1 ,3-Dioxo-6-phenylmercapto-N-(pyrid-2-ylethyl)- 1 ,2,3,4-ter^ahydro- 
benzo[i] isoquinoline; 



2711.1001-014 



-30- 



n 



2- {2-(4-methylphenylsulphonamido)phenyl} -6-(N,N-dimethylamino)- 
naphthalimide; 

^,3-Dioxo-2-{2-(4-methylphenylsulphonarnido)phenyl}-l,2,3,4-tetrahydro- 

benzo[i]isoquinoline; 
N-OcVl-5-nitronaphthalimide; 

5- Bromo^ J 3-dioxo-N-methylpyrid-3-yl-l ) 2,3,4-tetrahydrobenzo- 

[i]isoguinoline; 

l,3-Dioxo-5-nWo-N-(pyrid-2-ylethyl)-l,2^,4-tetrahydro[i]isoquinoline; 

6- Nitro-2-(tetrahVdrofuran-2-ylmethyl)naphthali^ 

10 N-(l ,3-Dioxo-l ,2,^-teti^ydroben2o[i]isoquinoline)aminoethanol; 

Naphthalicacid-N-anunoimide; 

2-{2-(4-Methylbenzsulmonamido)-4,5-dichlorophenyl}naphthaliinide; 



'4 3-Nitxo- 1 ,8-(N-propioncarboxy late)succinamidonapthalene; 

,H \ 

*j 13-Dioxo-2-(2-aminophenyh-l,23,4-tetrahyckobenzo[i]isoquinoline; 



|5 15 6-Nitro-2-(pyrid-3-methyl)napMialimide; 

K i 3-Amino-7,4-bis(ethyi-l,3-dioxo\l ,2,3,4-tetrahydrobenzo[i]isoqumoline; 

q 2-(Benzimidaz-2-yl)- 1 ,3-dioxo- 1 ,2,y ,4-tetrahydroberizo[i]isoquinoline; and 

j'^ 2-(2-Aminophenyl)naphthalimide. 

S s 
|« 

its? \ 

|4 20 7. A pharmaceutical composition according to claim 3 wherein the compound of 
Formula I is selected from the group consisting of:\ 

N- {5-Nitro- lH-benz[de]isoquinoline- 1 ,3(2H)-dione} -2-aminoethanol; 
N-Dimethylamino- 1 ,3-dioxo-5-nitro- 1 ,2,3,4-tetrahydrobeiizo[i]isoquinoline; 
N^l^-Dioxo-S-m^o-l^^^tetrahydrobenzotilis^quinolineJacetic acid; 
25 N-Acetoxy- 1 ,3-dioxo- 1 ,2,3 ,4-tetrahydrobenzo[i]isoquinoline; 

N-(l,3-Dioxo-5-nitro-l,2,3,4-tetrahydro^ 
N-Furfuryl- 1 , 8-naphthalimide; 

6-(N,N-Dimemylarmno)-2-(beriziniidazol-2-yl)naphmalm\ide; 
N-(Pyrid-2-y lethy 1)- 1 , 8-naphthalimide; and 
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1 ,3-Dioxo-6-pheny liheccapto-N-(pyrid-2-ylethy 1)- 1 ,2,3 ,4-tetrahydro- 
benzofijisoqumoline. 

A pharmaceutical composition according to claim 4 wherein the compound of 
5 Formula I is selected frbin the group consisting of: 

N- {5-Nitro- lH-benz[defeoqumoiin«-l ,3(2H)-dione} -2-aminoethanol; 
N-Dimemylammo- 1^3-dioy^ -nifr^ 

N-O^-Dioxo-S-ritro-ly^^-t^ahya^^ acid; 
N-Acetoxy- 1 ,3-dioxo- 1 ,2,3,4-tetraWaj0^enzo[i]isoquinoline; and 
10 N-( 1 ,3-E)ioxo-5-nitro- l^^^-tetrahyd^enzofijisoqumol^aminoethanol. 



*3 9. A pharmaceutical composition as defined in claim 1 , which inhibits NGF- 

^ mediated activity. 

m 

:~ : 

*P 15 10. A method for inhibiting a neurotrophin-mediated activity comprising the step of 
M exposing neuron cells to an effective amount of a composition as defined in claim 1 . 



11. A method for inhibiting a neurotrophin-mediated activity in a mammal comprising 
the step of administering to said mammal a therapeutically effective amount of a 
20 composition as defined in claim 1 . 



□ 




12. A method as defined in claim 1 1 , wherein said composition is administered 
intraventricularly. 

25 13. An in vivo hydroryrable ester or amide of a compound selected from the group 
consisting of: 



N- {5-Nitro- 1 H-benz[de]isoqumolinVl i? 3pH)-dione} -2-aminoethanol; 
N-( 1 ,3 -Dio xo - 5 - nitro- 1,2,3 ,4-tetrahy drob enzo [ i ] isoquino tine)ac etic acid; 
30 N-(l ,3-Dioxo-5-nitro- 1 ^^^tetrahydrobenzop^isoquinolmejaminoethanol; 



N-fi^Dioxo- 1 ,2,3,4-tetrahydrobenzo[i]isoquinoline)aminoethanol; 
Naphthalkacid-N-aminoimide; 

3-Nitro- 1 ,8-(^propioncarboxylate)succinamidonapthalene; 

1 ,3-Dioxo-2-(2-aminophenyl)- 1 ,2,3 ,4-tetrahydroben2o[i]isoquinoline; 

3-Amino-7,4-bis(ethyl\3-dioxo)- 1 ,2,3 ,4-tetrahydrobenzo[i]isoquinolin< 

2-(2-Aminophenyl)naphthalii^ide; and 

2-(2-Hydroxyphenyl)naphthalimiHe. 



